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White, homogenous Cream for-external (vulvar and vaginal)

use

Cream for external use.

Pharmaceutical Form

Once daily before bedtime, administer the contents of 1 applicator
(about 5 g of cream) deeply into the vagina (see Section 6.6,
Instructions for use and handling). Repeat this procedure for 7 days,
even if symptoms (e.g. pruritus and leukorrhea) have disappeared or
menstruation begins.

Treatment of concurrent symptoms of mycotic balanitis of the male
partner: apply the cream twice daily on the glans penis. The treatment
duration is the same as for the female partner.

Once daily before bedtime,
administer the contents of 1
applicator (about 5 g of cream)
deeply into the vagina Repeat this
procedure for 7 days, even if
symptoms (e.g. pruritus and
leukorrhea) have disappeared or
menstruation begins.

Posology and Method of
Administration

Miconazole administered systemically is known to inhibit
CYP3A4/2C9. Due to the limited systemic availability after
vaginal application, clinically relevant interactions are
unlikelyto-eeeur occur very rarely. Hewever In patients on
oral anticoagulants, such as warfarin, caution should be
exercised and the anticoagulant effect should be monitored.
The effects and side effects of some other drugs (e.g., oral
hypoglycemics and phenytoin), when co-administered with
miconazole, can be increased and caution should be exercised.

Miconazole administered
systemically is known to inhibit
CYP3A4/2C9. Due to the limited
systemic availability after vaginal
application, clinically relevant
interactions are unlikely to occur.
However In patients on oral
anticoagulants, such as warfarin,

caution should be exercised and the

anticoagulant effect should be
monitored. The effects and side

effects of some other drugs (e.g., oral
hypoglycemics and phenytoin), when

Interactions with Other M
Products and Other Forms
Interaction




Contact should be avoided between latex products such as
contraceptive diaphragms or condoms and GYNO-
DAKTARIN since the rbbermight be damaged
constituents of GYNO-DAKTARIN may damage the latex
(see Section 4.4, Special warnings and special precautions

for use

co-administered with miconazole,
can be increased and caution should
be exercised.

Contact should be avoided between latex
products such as contraceptive diaphragms or
condoms and GYNO-DAKTARIN since the
rubber might be damaged




Clinical trial data

Adverse events, regardless of causality,
reported in 2 Phase 3 clinical trials are shown
in Table 1. A total of 537 women with
microbiologically confirmed candidiasis and
symptoms (e.g. vulvovaginal itching,
burning/irritation), or signs of vulvar
erythema, edema, excoriation, or vaginal
erythema or edema were treated with
miconazole intravaginally: randomly assigned
to either a single 1,200 mg capsule, or a 7-day
application of 2% vaginal cream. There was
no placebo reference. Safety was self-
assessed daily on a diary card. Included in the
table are adverse events reported by > 5% of
subjects in either treatment group.

Table 1: Adverse events, regardless of
causality, reported by > 5% of patients in
either treatment group in 2 Phase 3 clinical
trials.

System Organ Class
Adverse event

Overall adverse events

Nervous system disorders

Undesirable effects




The safety of GYNO-DAKTARIN was evaluated in a total of
537 women with microbiologically confirmed candidiasis and
symptoms (e.g., vulvovaginal itching, burning/irritation), or
signs of vulvar erythema, edema, excoriation, or vaginal
erythema or edema who participated in 2 single-blind clinical
trials. Subjects were treated with miconazole intravaginally,
randomly assigned to either a single 1,200 mg capsule, or a 7-
day application of 2% vaginal cream.

Adverse Drug Reactions (ADRs) reported by >1% of
GYNO-DAKTARIN-treated subjects in these trials

Headache

Renal and urinary disorders

Urinary tract infection NOS
Reproductive system and breast diso
Genital pruritus female

Genital burning sensation

Vaginal irritation

Vaginal discharge

rders

18.9

26.8
23.8
15.5
4.5

17.6

5.1

19.1
26.1
20.2
10.3

Postmarketing data

Adverse drug reactions from spontaneous
reports during the worldwide post-marketing
experience with GYNO-DAKTARIN that
meet threshold criteria are included in Table
2. The adverse drug reactions are ranked by
frequency, using the following convention:
>1/10 Very common

>1/100 and < 1/10 Common
>1/1,000 and <1/100 Uncommon
>1/10,000, <1/1,000 Rare
<1/10,000, including Very rare

isolated reports

The frequencies provided below reflect
reporting rates for adverse drug reactions
from spontaneous reports, and do not
represent more precise estimates of incidence
that might be obtained in clinical or
epidemiological studies.




are shown in Table 1

Table 1. Adverse Drug Reactions Reported by
21% of GYNO-DAKTARIN-treated
Subjects in 2 Single Blind Clinical

Trials
Miconazole Miconazole 2%
1,200 mg Vaginal Cream
Capsule 7 Days
(n=272) (n=265)%
%
3reast Disorders
16.5 23
n 22.8 22.6
16.2 14.3
33 34
3.7 0.4
1.1 0.4
1.5 0.4
9.6 13.6
1.1 0.4
1.8 2.3
1.5 1.1
1.5 1.1
1.5 0
sue Disorders
1.1 0.4
s
1.1 0.4

Additional ADRs that occurred in <1% of GYNO-

Table 2. Postmarketing reports of adverse
drug reactions

Veryrare




DAKTARIN-treated subjects (n = 537 women) in the
single-blind clinical studies are listed in Table 2.
Table 2. Adverse Drug Reactions Reported by

<1% of GYNO-DAKTARIN-treated
Subjects in 2 Single Blind Clinical

Trials
Miconazole Miconazole 2%
1,200 mg Vaginal Cream
Capsule 7 Days
(n=272) (n=265)
% %
ue
0 0.4
0.4 0
0.7 0
0.4 0

The majority of ADRs reported in clinical trials were
mild to moderate in severity.

Postmarketing Data

Adverse drug reactions first identified during
postmarketing experience with GYNO-DAKTARIN
are included in Table 3. The frequencies are provided




according to the following convention:

Very common >1/10

Common >1/100 and < 1/10

Uncommon >1/1,000 and <1/100

Rare >1/10,000, <1/1,000

Very rare <1/10,000, including
isolated reports

Table 3. Adverse Drug Reactions Identified During Postmarketing
Experience with GYNO-DAKTARIN by Frequency
Category Estimated from Spontaneous Reporting Rates

Immune System Disorders

Very Rare Hypersensitivity including Anaphylactic and
Anaphylactoid reactions, Angioedema

Skin and Subcutaneous Tissue Disorders

Very Rare Pruritis
Reproductive System and Breast Disorders
Very rare Vaginal irritation

General Disorders and Administrative Site Conditions
Very Rare Application site reaction




Pharmacotherapeutic classification: (Antiinfectives and
antiseptics, excl. combinations with corticosteroids, imidazole
derivative)

ATC code: GO1A F04

Miconazole combines a potent antifungal activity against
common dermatophytes and yeasts with an antibacterial
activity against certain gram-positive bacilli and cocci.

Miconazole inhibits the biosynthesis of ergosterol in fungi and
changes the composition of other lipid components in the
membrane, resulting in fungal cell necrosis.

In general, miconazole exerts a very rapid effect on pruritus, a
symptom that frequently accompanies dermatophyte and yeast
infections

The mean apparent elimination half-life ranges from 20 to 45
hours in most subjects and likely reflects both absorption from

the site of application and metabolism/excretion of the drug is
57 hours.

Miconazole combines a potent
antifungal activity against common
dermatophytes and yeasts with an
antibacterial activity against certain
gram-positive bacilli and cocci.

Miconazole inhibits the biosynthesis
of ergosterol in fungi and changes
the composition of other lipid
components in the membrane,
resulting in fungal cell necrosis.

In general, miconazole exerts a very rapid
effect on pruritus, a symptom that frequently
accompanies dermatophyte and yeast
infections

The mean apparent elimination half-
life is 57 hours.

Pharmacodynamic
Properties

GYNO-DAKTARIN Cream

1. To open the tube unscrew the cap. Then pierce the seal of

the tube by-means-ofthe pin-on-thetop-oftheeap- using the

GYNO-DAKTARIN Cream

1. To open the tube unscrew the cap.
Then pierce the seal of the tube by

Instructions for Use and
Handling




pin on the top of the cap. means of the pin on the top of the
cap. Replace the cap with the

Replace the cap with the applicator. applicator.

2. Press on the end of tube to expel the cream into the applicator. If the | 5 procs on the end of tube to expel the cream

piston shows resistance, pull gently. Fhe applicator should-completis | 141 the applicator. If the piston shows

b d e e e b e el e e e oo e Fill the resistance, pull gently. The applicator
applicator completely unless the prescribing physician instructs should completlr be filled, unless the
otherwise practising physician prescribed otherwise

3R h i G he tub ; L 3. Remove the applicator from the
. Remove the applicator from the tube. Closetubeinstantly tube. Close tube instantly with care.

with-eare: Replace the cap on the tube instantly with care. 4. While lying down, knees bent and

spread out, insert applicator into
vagina as deeply as possible. Press
piston completely Then Remove the
applicator and throw it away.

4. While lying down, knees bent and spread out, insert
applicator into vagina as deeply as possible. Press piston
completely to expel the cream. Fhen-Remove the applicator
and throw it away.
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